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- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed
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2a)D This action is FINAL. 2b)E3 This action is non-final.
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4)^ Claim(s) 1-15 is/are pending in the application.
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5)Q Claim(s) is/are allowed.

6)^ Claim(s) 3,4 and 15 is/are rejected.

7)D Claim(s) is/are objected to.
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Application Papers

9)D The specification is objected to by the Examiner.
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application from the International Bureau (PCT Rule 17.2(a)).
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14)^ Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 1 9(e) (to a provisional application).
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15)[x] Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121.
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DETAILED ACTION
1. Claims 1-15 are pending.

2. Applicant's election of Group II, claims 3-4 and 15, and metalloproteinase domain as the

species in Paper No. 8 is acknowledged. Because applicant did not distinctly and specifically

point out the supposed errors in the restriction requirement, the election has been treated as an

election without traverse (MPEP § 818.03(a)).

3. Upon reconsideration Examiner has extended the search to cover metalloproteinase,

disintegrin domain, and thrombospondin domain.

4. Claims 1-2 and 5-14 are withdrawn from further consideration by the Examiner, 37 C.F.R.

§ 1.142(b) as being drawn to nonelected inventions.

5. Claims 3-4 and 15 drawn to a polypeptide of SEQ ID NO: 2 encoded by SEQ ID NO: 1; a

metalloproteinase domain, disintegrin domain, and thrombospondin doamin thereof, are under

examination.

6. The disclosure is objected to because it contains an embedded hyperlink and/or other form of

browser-executable code. Applicant is required to delete the embedded hyperlink and/or other

form of browser-executable code. See MPEP § 608.01.

The specification on page 1, lines 13, contains hyperlinks. The attempt to incorporate subject

matter into the patent application by reference to a hyperlink and/or other forms of browser-

executable code is considered to be an improper incorporation by reference.

7. Please see the enclosed form PTO-948 for the Draftsperson comments on views not labeled

separately for Figures 1 and 3. Applicants are required to amend the Brief Description of the

Drawings on pages 7 and 8 to reflect the changes.

8. Claims 3-4 and 15 are objected to because they are dependent on a non-elected claim 1 and

should be written as independent claims.

9. ClaimlS is objected to under 37 CFR 1.75(c), as being of improper dependent form because a

multiple dependent claim cannot depend from two sets of claims drawn to different features.

10. The amendment filed 10-05-01 is objected to under 35 U.S.C. 132 because it introduces new

matter into the disclosure. 35 U.S.C. 132 states that no amendment shall introduce new matter

into the disclosure of the invention. The added material which is not supported by the original

disclosure is as follows:
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The "incorporated by reference" to U.S. application serial no. 60/191,382 on page 1 of the

specification does not enjoy the status as part of the original disclosure in the application because

the amendment is not referred to in the oath.

1 1 . The oath or declaration is defective. A new oath or declaration in compliance with

37 CFR 1.67(a) identifying this application by application number and filing date is required.

See MPEP §§ 602.01 and 602.02.

The oath or declaration is defective because: the oath does not refer to the preliminary

amendment filed 10/5/01.

12. The following is a quotation of the second paragraph of 35 U.S.C. 1 12.

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the subject

matter which the applicant regards as his invention.

13. Claims 3-4 and 15 are rejected under 35 U.S.C. 112, second paragraph, as being indefinite

for failing to particularly point out and distinctly claim the subject matter which applicant

regards as the invention.

A) It is improper to recite "a metalloproteinase or disintegrin domain" in claim 4 and non-

elected base claim 1 . It is suggested that said phrase be changed to "a metalloproteinase

domain, disintegrin domain".

B) Claims 3 and 15 are indefinite in the recitation of "stringent conditions" in non-elected

base claim 1 because the metes and bounds of such conditions are ambiguous and unclear

and, in turn, the metes and bounds of the claimed "polypeptide" are not defined.

Although the specification discloses on page 13, lines 25-28 general parameters for

calculating such conditions, in the absence of a clear definition of the metes and bounds

of this phrase it is unclear which conditions are actually claimed. It is suggested that

Applicant amend the claims to recite a particular set of hybridization and wash

conditions, such as those exemplified on page 13 of the specification, to overcome this

rejection

14. The following is a quotation of the first paragraph of 35 U.S.C. 1 12:

The specification shall contain a written description ofthe invention, and ofthe manner andprocess ofmaking and using it,

in such full, clear, concise, and exact terms as to enable anyperson skilled in the art to which it pertains, or with which it is

most nearly connected, to make and use the same and shall setforth the best mode contemplated by the inventor ofcarrying

out his invention.

Claims 3-4 and 15 are rejected under 35 U.S.C. 1 12, first paragraph, because the

specification, while being enabling for the polypeptide or a composition ofSEQ ID NO: 2

encoded by SEQ ID NO: 1 and a metalloproteinase (aa 289-478 ofSEQ ED NO:2), disintegrin

(aa 509-578 of SEQ ID NO:2) domain, and thrombospondin (aa 589-642 of SEQ ID NO:2)

domain thereof for identifying a substrate for ADAMTS-SI, does not reasonably provide
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enablement for any polypeptide encoded by any nucleotide sequence having at least 80%
identity to a nucleotide sequence encoding an ADAMTS-SI polypeptide of SEQ ID NO:2, or any

metalloproteinase, disintegrin domain, prodomain, or thrombospondin domain thereof in non-

elected base claim la; any polypeptide encoded by any nucleotide sequence of at least 15

contiguous nucleotide that hybridizes under stringent conditions to the polynucleotide molecule

ofSEQ ID NO:l in non-elected base claim lb or the complement of nucleotide sequence of non-

elected base claim la or lb; any polypeptide which comprises an amino acid sequence that is a

metalloproteinase, disintegrin domain, prodomain, or thrombospondin domain in claim 4; or a

pharmaceutical composition for the treatment of arthritis (osteoarthritis and rheumatoid arthritis),

inflammatory bowel disease, Crohn's disease, emphysema, acute respiratory distress syndrome,

asthma, chronic obstructive pulmonary disease, Alzheimer's disease, organ transplant toxicity

and rejection, cachexia, allergy, cancer (such as solid tumor cancer including colon, breast, lung,

prostate, brain and hematopoietic malignancies including leukemia and lymphoma), tissue

ulcerations, restenosis, periodontal disease, epidermolysis bullosa, osteoporosis, loosening of

artificial joints implants, atherosclerosis (including atherosclerotic plaque rupture), aortic

aneurysm (including abdominal aortic and brain aortic aneurysm), congestive heart failure,

myocardial infarction, stroke, cerebral ischemia, head trauma, spinal cord injury,

neurodegenerative diseases (acute and chronic), autoimmune disorders, Huntington's disease,

Parkinson's disease, migraine, depression, peripheral neurophathy, pain, cerebral amyloid

angiopathy, nootropic or cognition enhancement, amyotrophic lateral sclerosis, multiple

sclerosis, ocular angiogenesis, corneal injury, macular degeneration, abnormal wound healing,

burns, infertility or diabetic shock in claim 15 . The specification does not enable any person

skilled in the art to which it pertains, or with which it is most nearly connected, to make and or

use the invention commensurate in scope with this claim.

The specification does not provide a sufficient enabling description of the claimed invention.

The specification discloses only a single polypeptide sequence (SEQ ID NO:2) encoded by a

single polynucleotide (SEQ ID NO:l) with a disclosed metalloproteinase activity (e.g., page 2 at

line 19). The instant claims encompass in their breadth any polypeptide encoded by "a

nucleotide sequence having at least 80% identity to a nucleotide sequence encoding an

ADAMTS-SI polypeptide ofSEQ ED NO:2, or a metalloproteinase, disintegrin domain,

prodomain, or thrombospondin domain" or its complement; any polypeptide encoded by

"nucleotide sequence of at least 15 contiguous nucleotides that hybridizes under stringent

conditions to the polynucleotide molecule of SEQ ID NO:l"; any polypeptide encoded by "the

complement of the nucleotide sequence of at least 15 contiguous nucleotide that hybridizes under

stringent conditions to the polynucleotide molecule of SEQ ID NO:l"; or any polypeptide which

comprises an amino acid sequence that is a metalloproteinase, disintegrin domain, prodomain, or

thrombospondin domain, thereof in claim 4.

There appears to be insufficient guidance in the specification as filed as to how the skilled artisan

would make and use the various polypeptides recited in the instant claims. A person of skill in

the art would not know which sequences are essential, which sequences are non-essential, and

what particular sequence lengths identify essential sequences. There is insufficient guidance to
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direct a person of skill in the art to select particular sequences or sequence lengths as essential

for metalloproteinase activity. Without detailed direction as to which amino acid sequences are

essential to the function of the polypeptide, a person of skill in the art would not be able to

determine without undue experimentation which of the plethora of amino acid sequences

encompassed by the instant claims would share the metalloproteinase activity of the polypeptide

ofSEQ ID NO:2, other than the polypeptide ofSEQ ID NO:2.

The terms "comprising/comprises", "having" and "encoding" in non-elected base claim 1 and

instant claim 4 are open-ended, they expand the polypeptide to include additional non disclosed

amino acids. There is insufficient guidance and predictability in determining which structure

would lead to function ofADAMS polypeptide and that the relationship between the sequence of

a peptide and it's tertiary structure was not understood and was not predictable. Ngo et al teach

that the amino acid positions within the polypeptide/protein that can tolerate change such as

conservative substitution or no substitution, addition or deletion which are critical to maintain the

protein's structure will require guidance (see Ngo et al, 1994, The Protein Folding Problem and

Tertiary Structure Prediction, pp. 492-495). Given the lack of sufficient guidance and working
examples, predicting what changes can be made to the amino acid sequence ofSEQ ID NO: 2

that after modification will retain the same function as ADAMTS-SI protein is unpredictable.

Also the detailed knowledge of the ways in which the product's structure relates to its functional

usefulness is unpredictable.

The instant claims recite polypeptides encoded by a "nucleotide sequence having at least 80%
identity" or encoded by a "nucleotide sequence of at least 15 contiguous nucleotides that

hybridizes under stringent conditions to the polynucleotide molecule of SEQ ID NO: 1". Such a

recitation does not require that the amino acid encoded by the full length sequence set forth in

SEQ ID NO:l; but rather encompasses any amino acid sequence comprising either the full length

of SEQ ED NO:2 or anyfragment. However, the specification does not appear to have provided

sufficient guidance as to which fragments of SEQ ID NO:2 would share the metalloproteinase

activity. Thus it would require undue experimentation of the skilled artisan to determine which
fragments ofSEQ ID NO:2 would have the functional usefulness.

The fact that two nucleic acid sequences will hybridize under moderate or stringent conditions

does not in and of itself require that the two sequences share any functional activity. Thus the

same observations apply to the recitation of "nucleotides that hybridizes under stringent

conditions" as were noted above with respect to "percent identity" language. Further, it was well

known in the art at the time the invention was made that hybridization could occur between two
sequence based upon short stretches of 100% identity. Thus a great deal of sequence variability

with respect to thefull-length nucleic acid is possible in the absence of a clear recitation that the

identity is over the full length ofSEQ ID NO:l. Thus as for the recitation of percent identity,

hybridization language in the absence of a testablefunction and limitations regarding both the

hybridization conditions and the sequence length over which the hybridization takes place; does
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not allow the skilled artisan to make and use the polypeptides encoded by hybridizing

nucleotides commensurate in scope with the instant claims without undue experimentation.

Also, at issue is whether or not the claimed pharmaceutical composition would function to

treat "arthritis (osteoarthritis and rheumatoid arthritis), inflammatory bowel disease, Crohn's

disease, emphysema, acute respiratory distress syndrome, asthma, chronic obstructive pulmonary

disease, Alzheimer's disease, organ transplant toxicity and rejection, cachexia, allergy, cancer

(such as solid tumor cancer including colon, breast, lung, prostate, brain and hematopoietic

malignancies including leukemia and lymphoma), tissue ulcerations, restenosis, periodontal

disease, epidermolysis bullosa, osteoporosis, loosening of artificial joints implants,

atherosclerosis (including atherosclerotic plaque rupture), aortic aneurysm (including abdominal

aortic and brain aortic aneurysm), congestive heart failure, myocardial infarction, stroke, cerebral

ischemia, head trauma, spinal cord injury, neurodegenerative diseases (acute and chronic),

autoimmune disorders, Huntington's disease, Parkinson's disease, migraine, depression,

peripheral neurophathy, pain, cerebral amyloid angiopathy, nootropic or cognition enhancement,

amyotrophic lateral sclerosis, multiple sclerosis, ocular angiogenesis, corneal injury, macular

degeneration, abnormal wound healing, burns, infertility or diabetic shock. No examples were
presented to treat any disorder.

In re Fisher, 166 USPQ 18 indicates that the more unpredictable an area is, the more specific

enablement is necessary in order to satisfy the statute. Since no in vivo animals were used as

model system to treat arthritis (osteoarthritis and rheumatoid arthritis), inflammatory bowel
disease, Crohn's disease, emphysema, acute respiratory distress syndrome, asthma, chronic

obstructive pulmonary disease, Alzheimer's disease, organ transplant toxicity and rejection,

cachexia, allergy, cancer (such as solid tumor cancer including colon, breast, lung, prostate, brain

and hematopoietic malignancies including leukemia and lymphoma), tissue ulcerations,

restenosis, periodontal disease, epidermolysis bullosa, osteoporosis, loosening of artificial joints

implants, atherosclerosis (including atherosclerotic plaque rupture), aortic aneurysm (including

abdominal aortic and brain aortic aneurysm), congestive heart failure, myocardial infarction,

stroke, cerebral ischemia, head trauma, spinal cord injury, neurodegenerative diseases (acute and
chronic), autoimmune disorders, Huntington's disease, Parkinson's disease, migraine,

depression, peripheral neurophathy, pain, cerebral amyloid angiopathy, nootropic or cognition

enhancement, amyotrophic lateral sclerosis, multiple sclerosis, ocular angiogenesis, corneal

injury, macular degeneration, abnormal wound healing, burns, infertility or diabetic shock. It is

not clear how to arrive to the claimed therapeutic strategy. The specification does not adequately

teach how to effectively treat arthritis (osteoarthritis and rheumatoid arthritis), inflammatory

bowel disease, Crohn's disease, emphysema, acute respiratory distress syndrome, asthma,

chronic obstructive pulmonary disease, Alzheimer's disease, organ transplant toxicity and
rejection, cachexia, allergy, cancer (such as solid tumor cancer including colon, breast, lung,

prostate, brain and hematopoietic malignancies including leukemia and lymphoma), tissue

ulcerations, restenosis, periodontal disease, epidermolysis bullosa, osteoporosis, loosening of
artificial joints implants, atherosclerosis (including atherosclerotic plaque rupture), aortic

aneurysm (including abdominal aortic and brain aortic aneurysm), congestive heart failure,
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myocardial infarction, stroke, cerebral ischemia, head trauma, spinal cord injury,

neurodegenerative diseases (acute and chronic), autoimmune disorders, Huntington's disease,

Parkinson's disease, migraine, depression, peripheral neurophathy, pain, cerebral amyloid

angiopathy, nootropic or cognition enhancement, amyotrophic lateral sclerosis, multiple

sclerosis, ocular angiogenesis, corneal injury, macular degeneration, abnormal wound healing,

burns, infertility or diabetic shock or reach any therapeutic endpoint in mammals by

administrating the therapeutic composition. The specification does not teach how to arrive to the

development of effective in vivo mammalian therapeutic treatment, commensurate in scope with

the claimed invention. Therefore, it is not clear that the skilled artisan could predict the efficacy

of the pharmaceutical composition exemplified in the specification. For example, treatment of

autoimmune disorder will vary depending upon factors such as the condition of the host and

burden of disease. Van Noort et al. (International Review of Cytology, 1998) indicate factors

that effect autoimmune disease such as genetic, environmental and hormonal (Page 176,

Paragraph 3).

The specification does not provide sufficient teaching as to how it can be assessed that

treatment of the above mentioned diseases were achieved after the administration of the

therapeutic composition of the invention.

Reasonable correlation must exist between the scope of the claims and scope of the

enablement set forth. In view on the quantity of experimentation necessary the limited working

examples, the nature of the invention, the state of the prior art, the unpredictability of the art and

the breadth of the claims, it would take undue trials and errors to practice the claimed invention.

14. Claims 3 and 15 are rejected under 35 U.S.C. 1 12, first paragraph, as containing subject

matter which was not described in the specification in such a way as to reasonably convey to

one skilled in the relevant art that the inventor(s), at the time the application was filed, had

possession of the claimed invention.

Applicant is in possession of polypeptide SEQ ED NO: 2 encoded by nucleotide of

SEQ ID NO:l and a metalloproteinase (aa 289-478 ofSEQ ID NO:2), disintegrin (aa

509-578 of SEQ ID NO:2) domain, and thrombospondin (aa 589-642 ofSEQ ID NO:2)

domain thereof.

Applicant is not in possession of any polypeptide encoded by any nucleotide

sequence having at least 80% identity to a nucleotide sequence encoding an ADAMTS-SI
polypeptide ofSEQ ID NO:2, or a metalloproteinase (aa 289-478 of SEQ ID NO:2),

disintegrin (aa 509-578 ofSEQ ID NO:2) domain, prodomain (aa 19-287 ofSEQ ID

NO:2), or thrombospondin (aa 589-642 of SEQ ID NO:2) domain thereof, or their

complement in non-elected base claim la and lc respectively; any polypeptide encoded

by any nucleotide sequence of at least 15 contiguous nucleotides that hybridizes under

stringent conditions to the polynucleotide molecule ofSEQ ID NO:l in non-elected base

claim lb or its complement in non-elected base claim lc; or a composition comprising
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any pharmaceutical composition for the treatment of arthritis (osteoarthritis and

rheumatoid arthritis), inflammatory bowel disease, Crohn's disease, emphysema, acute

respiratory distress syndrome, asthma, chronic obstructive pulmonary disease,

Alzheimer's disease, organ transplant toxicity and rejection, cachexia, allergy, cancer

(such as solid tumor cancer including colon, breast, lung, prostate, brain and

hematopoietic malignancies including leukemia and lymphoma), tissue ulcerations,

restenosis, periodontal disease, epidermolysis bullosa, osteoporosis, loosening of artificial

joints implants, atherosclerosis (including atherosclerotic plaque rupture), aortic

aneurysm (including abdominal aortic and brain aortic aneurysm), congestive heart

failure, myocardial infarction, stroke, cerebral ischemia, head trauma, spinal cord injury,

neurodegenerative diseases (acute and chronic), autoimmune disorders, Huntington's

disease, Parkinson's disease, migraine, depression, peripheral neurophathy, pain, cerebral

amyloid angiopathy, nootropic or cognition enhancement, amyotrophic lateral sclerosis,

multiple sclerosis, ocular angiogenesis, corneal injury, macular degeneration, abnormal

wound healing, burns, infertility or diabetic shock in claim 15.

Applicant has disclosed only polypeptide of SEQ ID NO: 2; therefore, the skilled

artisan cannot envision all the contemplated amino acid sequence possibilities recited in

the instant claims. Consequently, conception cannot be achieved until a representative

description of the structural and functional properties of the claimed invention has

occurred, regardless of the complexity or simplicity of the method. Adequate written

description requires more than a mere statement that it is part of the invention. The
sequences themselves are required. See Fiers v. Revel, 25 USPQ2d 1601, 1606

(CAFC1993). The Guidelines for the Examination of Patent Application Under the 35

U.S.C. 112, Hi "Written Description" Requirement make clear that the written

description requirement for a claimed genus may be satisfied through sufficient

description of a representative number of species disclosure of relevant, identifying

characteristics, i.e., structure or other physical and or chemical properties, by functional

characteristics coupled with a known or disclosed correlation between function and
structure, or by a combination of such identifying characteristics, sufficient to show the

applicant was in possession of the genus (Federal Register, Vol. 66, No. 4, pages 1099-

1111, Friday January 5, 20001, see especially page 1 106 3
rd
column).

Vas-Cath Inc. v. Mahurkar, 19 USPQ2d 1111, makes clear that "applicant must
convey with reasonable clarity to those skilled in the art that, as of the filing date sought,

he or she was in possession of the invention. The invention is, for purposes of the written

description inquiry, whatever is now claimed." (See page 1117.) The specification does
not "clearly allow persons of ordinary skill in the art to recognize that [he or she]

invented what is claimed." (See Vas-Cath at page 1 1 16.). Consequently, Applicant was
not in possession of the instant claimed invention. See University of California v. Eli

Lilly and Co. 43 USPQ2d 1398.
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Applicant is directed to the Revised Interim Guidelines for the Examination of Patent

Applications Under the 35 U.S.C. 1 12, ^ 1 "Written Description
11

Requirement, Federal Register,

Vol. 66, No. 4, pages 1099-1 1 1 1, Friday January 5, 2001

.

15. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the

basis for the rejections under this section made in this Office action:

A person shall be entitled to a patent unless -
(a) the invention was known or used by others in this country, orpatented or described in a printedpublication in this or a

foreign country, before the invention thereofby the applicantfor a patent.

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on sale in

this country, more than one yearprior to the date ofapplicationfor patent in the United States.

16. Claims 3-4 are rejected under 35 U.S.C. 102(a) as being anticipated by Nagase et al (March

14, 2000) (GenBank Accession No. AB037733).

Nagase et al teaches a polypeptide encoded by a 5,139 polynucleotide molecule comprising a

nucleotide sequence having 100% identity to a nucleotide sequence encoding a polypeptide of

claimed metalloproteinase (aa 289-478 of claimed SEQ ID NO:2), disintegrin domain (aa 509-

578 of claimed SEQ ID NO:2) and thrombospondin (aa 589-642 of claimed SEQ ID NO:2)
domain thereof (see attached sequence alignment in particular) as recited in non-elected base

claim la. Nagase et al further teaches the complement of a nucleotide sequence of at least 15

contiguous nucleotides at positions 2-4,414 (see sequence alignment in particular) that hybridizes

under stringent conditions to the polynucleotide molecule of claimed SEQ ID NO:l as recited in

non-elected base claim lc. Finally, Nagase et al teach a polypeptide which comprises an amino

acid sequence that is a metalloprotenase at positions (131-320), disintegrin domain at positions

(aa 353-423) and thrombospondin at positions (aa 433-487) and prodomain at positions (aa 143-

262) (see sequence alignment in particular) as recited in instant claim 4. The terms "comprising"

and "comprises" in non-elected base claim land instant claim 4 are open-ended. They would
open up the claim to include the reference polypeptide encoded by the 5,139 polynucleotide

molecule.

The reference teachings anticipate the claimed invention.
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17. Claims 3 and 15 are rejected under 35 U.S.C. 102(b) as being anticipated by U.S Patent No.

5,733,771.

The '771 patent teaches a polypeptide encoded by a 870 polynucleotide molecule comprising a

nucleotide sequence of at least 15 contiguous nucleotides at positions (16-42) that hybridizes

under stringent conditions to the polynucleotide molecule of claimed SEQ ED NO:l as recited in

non-elected base claim lb. The reference sequence is a complement sequence that would

hybridize to the polynucleotide of claimed SEQ ID NO:l. The term "comprising" in non-elected

base claim 1 is open-ended. It would open up the claim to include the reference polypeptide

encoded by the 870 polynucleotide molecule.

Claim 15 is included because the '771 patent teaches that the polypeptide was in an ammonium
bicarbonate solution (column 10, lines 21-37 in particular), such solution keeps the polypeptide

in its natural form therefore, it is considered to be a pharmaceutically acceptable carrier.

The reference teachings anticipate the claimed invention.

18. Formal drawings have been submitted which fail to comply with 37 CFR 1 .84.

Please see the enclosed form PTO-948.

19. 1. Correction of Informalities 37 CFR 1.85

New corrected drawings must be filed with the changes incorporated therein. Identifying

indicia, if provided, should include the title of the invention, inventor's name, and application

number, or docket number (if any) if an application number has not been assigned to the

application. If this information is provided, it must be placed on the front of each sheet and

centered within the top margin. If corrected drawings are required in a Notice of Allowability

(PTOL-37), the new drawings MUST be filed within the THREE MONTH shortened

statutory period set for reply in the "Notice of Allowability." Extensions of time may NOT
be obtained under the provisions of 37 CFR 1.136 for filing the corrected drawings after the

mailing of a Notice of Allowability. The drawings should be filed as a separate paper with a

transmittal letter addressed to the Official Draftsperson.

2. Corrections other than Informalities Noted by Draftsperson on form PTO-948.

All changes to the drawings, other than informalities noted by the Draftsperson, MUST be

made in the same manner as above except that, normally, a highlighted (preferably red ink)

sketch of the changes to be incorporated into the new drawings MUST be approved by the

examiner before the application will be allowed. No changes will be permitted to be made,

other than correction of informalities, unless the examiner has approved the proposed

changes.

Timing of Corrections
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1

Applicant is required to submit acceptable corrected drawings within the time period set in

the Office action. See 37 CFR 1.85(a). Failure to take corrective action within the set period

will result in ABANDONMENT of the application.

120. It appears that the polypeptide of SEQ ID NO: 2 encoded by SEQ ED NO: 1 free of prior

art.

21. No claim is allowed.

22. Any inquiry concerning this communication or earlier communications from the examiner

should be directed to Maher Haddad, whose telephone number is (703) 306-3472. The examiner

can normally be reached Monday to Friday from 8:00 to 4:30. A message may be left on the

examiner's voice mail service. If attempts to reach the examiner by telephone are unsuccessful,

the examiner's supervisor, Christina Chan can be reached at (703) 308-3973. Any inquiry of a

general nature or relating to the status of this application should be directed to the Technology

Center 1600 receptionist whose telephone number is (703) 308-0196.

Papers related to this application may be submitted to Technology Center 1600 by facsimile

transmission. Papers should be faxed to Technology Center 1600 via the PTO Fax Center

located in Crystal Mall 1. The faxing ofpapers must conform with the notice published in the

Official Gazette, 1096 OG 30 (November 15, 1989). The CM1 Fax Center telephone number is

(703) 305-3014.
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